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(57) Abstract: To provide a stable medicinal composition containing an EP4 agonist. An aqueous solution containing a 
^5 dextrin clathrate of methyl 4-{[2-((lR2R3R)-3-hydroxy-2-{(lE,3S)-3-hydroxy-4-[3(methoxymethyl)phenyl]but-l-enyl}-5- 
= oxocyclopentyl)ethyl]sulfanyl}butanoate, which has EP4 agonistic activity, is mixed with a sugar and optionally with a pH adjuster 

to regulate the pH to about 3-6.5. The mixture is then freeze-dried. The freeze-dried product obtained is stable during storage and 
^= generates no decomposition products. It is hence usable as a higher-quality preparation for injection in clinical practices. 
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= [3- h^rv^^Jb) 7i-JI/] 3$ - 1 -i- M -s-^+Vv^P'O^jl,) x^jb] x;i/7r-/i/} 
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w m m 

[0001] $&mt£. (D^/V 4-{[2-((lR, 2R, 3R) -3-tKP^V-2- { (IE, 3S 

) - 3 - tK^> - 4 - [ 3 - (^h3r>^^) } - 5 - ir^ 

(o^m^m. 38&TH2)wm*isGu ^\cmm\^x(3)pHmmM^^L 

[0002] 4-{[2-((lR, 2R, 3R) — 3— tKn^V— 2— { (IE, 3S)-3-tKP ; 3r 

i'-4-l3-(jlh^S*7/>)7^A']7#-l-^A'}-5-ttyi'?v^ f ? 

jv)^j^]7,/vy 7 ~M7*$JT-Y\^ EP4{t#tMtt£^-f 35-f T- a) -g 

m7^/u-y°vx??y>i?>EmmfcbLxfrbtitcik&mxhV), mm, mm 
mm, warn, mmwmiox^mmitthK, nm^m 
tcn4¥^B<Dmm\mmu mmu ^tcmut-r^tKXox, ^gps^o 

^LTfflV^tl§^^^fB«$tlTV^(S^P^^00/03980^/^y^h, S 
IS^M^01/37877^X7Vyh#flg) o f-fc, ^ftbtfX&S&fcfS, Wt^/V 4 
-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S) -3-tKn3f->-4- [3 
- (^h^f ^) 7x^/1^] ^ - 1 - x - - 5 - t^y-y^n^y f ^) if ^] 

^m(DmMm^7Kt.fcnm^mmKmmLx^Lxhx^wmm^nx\^ 

So 

[0003] -$|$ (^n^^yy^yE (PGE) H»*3t^rra[^ S2f^ 

^c«fc<9 , yvx*?? >i?>A (PGA) #©*JtSr^rr5^#MfcS:^r5^ # 

*te*vov5 0 tot, PGm<Dffig&fttm&mw%.t£. pge m^^-r 
mmmmxn, vGAm^mm^mvs^t^, m*v>&mm\^x^ 
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m)timW£tlX^Z 0 mz.lt, #|IPg57-156460^#(m, PG^dtP 

Bg57-156460^£##M)^ #ll¥ll-240835^#SmPGEl^^ 

»^ (# W¥l 1 - 240835^&#Hg) ^fSic^^TV ^ Q 
[0004] y^VV 4-{[2-((lR, 2R, 3R)-3-tKn ;3 r^-2-{(lE ) 3S)-3-tKP ;3 r 
*y - 4 - [3 - (yh^f vy^/V) 7^/V] ^;V) - 5 -^y v^P^i/f- 
/V)^^/V]^7r^}^yT-h«, ^^^l-PGE#0«3t^*LT«V^t 
00,PGA#«it^1-^^^^^^tt^*T^<Z)^^^^(4^M1- 

[0005] ^Ig^ibte, 4-{[2-((lR, 2R, 3R)-3-tKn^>-2-{(lE, 3S 

) - 3 - fcK - 4 - [ 3 - (y f*3f ^y^/V) 7^}V\ ^=-/V } - 5 - ^ 

y^n^^/v)^f-/v]^/v^ T -/i.}^7T-h^#a^57^1-§aWfflM^ 
Hjlt5^<Mmom^f/l' 4-{[2-((lR, 2R, 3R)-3-tKn^f 
i/-2-{(lE, 3S)-3-tKndri/-4-[3-(^h^y^/V)y^/V]7^-l- 

Z.Z>-<%i><Db&thX^Z> 0 Z.<D~b\% y^vV 4-{[2-((lR, 2R, 3R)-3-tKn 
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=3r>-2-{(lE, 3S) -3-tK^>-4-[3- 7*^-1 

[0007] #f^Ci#U : IS^^^OO/03980^-/NVy^5/h 
#f^jt2:ia^^^Ol/37877^/NVy^yh 
#f^»3 : #P«49 - 0668 16^# 
#fP^4:#HBg54- 103844^^ 
#ff3Citk5 : #P«57 - 1 56460^£# 
#ff »6 : 1 - 240835^jft 

[0008] if^m<DWM\^^^ 4-{[2-((lR, 2R, 3R)-3-tKn^>-2-{(lE, 
3S) - 3 - tKn3r>-4- [3 - 7i^V] -?9-\- - 5 - 

^d f -y^a^^/V)^/v]^/^ T ^/v} 7 ^/T"h^3ij^^L, ^#ffiM 

[0009] _hfB(7)gSS«^1-^cfetcil^^ff^^f 4om, 4 

-{[2-((lR, 2R, 3R)-3-tKndri/-2-{(lE, 3S) -3-fcKn^S/-4- [3 
- (^h^rV^/V) y^/U] - 1 -rc^/V} - 5 V^n^y^fV) 

wwK, ^KWfmKXoxpHmmM^mwLx, p h^3^^6. s^mm^n 

mLtmffi&m&tLxMmx%^tzn J MLtz. 0 m*.x, msmk&yto&frs 
mm<ir^tx\ ^mm^mm^td^^m^m^x^^t^ 
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[ooio] irf£t>tb^mm, 

4-{[2-((lR, 2R, 3R)-3-tKn ;3 r^-2-{(lE ) 3S)-3-fc 
Kn^-4-[3-(^b^rV^/V)7rn^/V]^-l-^-/v}-5-^y^t3 

[2] mMnm&xbz mm i \ i mmmm^o 

i3i&fflk&mn>K « -^^^v^^m^mx%mmiimmmmm 

[5]^s^\ P H4. 5nm. 5<73^h-^fe5ttjfE[4]fsa»,m^; 

[6]^/V 4-{[2-((lR, 2R, 3R)-3-tKn^>-2-{(lE, 3S)-3-tKP 
3r?y - 4 - [3 - f^r 7i^V] 7^ - 1 - ^/V) - 5 - if^y^n^y 

oomm&^Lxtzmm 1 1 ] m^Mm ; 

[9](l)^/V 4-{[2-((lR, 2R, 3R)-3-tKt3drv/-2-{(lE, 3S)-3-fc 
Kn^V-4- [3 - (^h^rV^/V) 7x^;V] - 1 - :r - ;v) - 5-ttyf?v 

*3j;tf(2)pH4. 57!/^6. SO^h-^Sr^fTU £tbK(3)?^&&£Tfi&ffl\: 

[io] ^«p B p-efe§|fffB [9] minim® ; 

[ll]^/V 4-{[2-((lR, 2R, 3R)-3-tKn^>-2-{(lE, 3S)-3-tK 
n^V-4-[3-(^h^V^/V)7^/V]^-l-rc-/v}-5-^y^n^ 
>^7V)^^/v]^/vy T -^}y^/T-MmS^^*J-LpH4. 57^6. 5<D-e/Vh 
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i ooomi:« ^ i oowmMMttLxftzwm [ 9 ] ffim<Dm&m 

[12]^/V 4-{[2-((lR, 2R, 3R)-3-tKn ;3 r^-2-{(lE ) 3S)-3-tK 
n^V-4-[3-(^h^V^/V)7^/V]^-l-^/V}-5-^y^n^ 

-^^5ooom ^ § ttrtE [ii] tmmmm ; 

[13]^TO^tK^^^V^\ ^{l*^'a*^l%WT^fc§ttrfS[2]^d* 
[io]fEic©|a^; 

[14]60r^2M^^#^^, 4-{[2-((lR, 2R, 3R)-3-tKn^> 

- 2 - { ( 1 E, 3S) - 3 - fcKn^ - 4 - [ 3 - &Y^y^/V) 7i^] -ff-l-x. 

[ 1 5 ] H# W 9 5 % £A ±^fc53c£&tiff B [14] f BicOli-^ ; 
[l6]60^^2MWO^#^^^ffi^^^|^-<Z)^M^1-^^^tflfB[2 

[l7]^ffl»K^|ff|B[l], [2], [9]*fctt[10]fB#©^»; 
[l8]EP4^14^SO^^, ^^i^/^llitffWWJT^StlflBCl], [2] 
, [9]*fctt[10]fB«©«a^«»; 

[19] EP4fr&mn&& s -wm^xhrnm i lsmm^m^ ; 

[20]#^S^ % ||#:#$ffT^|iifB[l9]fB«c<D«^; 

[2 1] ttriE [2] [io] Bm^mn^m^x^mm^ 

[22]/MT/V-efc§|fflE[21]|E«0^; 

[23]l«Mfcfc<9, UgMl2 M g©^ 4-{[2-((lR, 2R, 3R)-3- 
tKn^V-2-{(lE, 3S)-3-tKn^y-4-[3-(^h^rV^7V)y^/V]^ 

fiLXKZmm [21] |E*(D ^ ; 

[24] 1 ^L^fefc^ 2/zg,5^g,6/z g^ctelO m g<Dp^vV 4 - { [2- ( (1R, 
2R, 3R)-3-tKn^>-2-{(lE, 3S) -3-tKn^>-4- [3- {^Y^y^f- 
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^/T-h^^LT^ttflE[23]|E«(D^; 

[25](1)^/V 4-{[2-((lR, 2R, 3R) -3-fch*ndf-^-2- { (IE, 3S)-3- 
tKn^V-4-[3-(^h^V^/V)7^/V]^-l-^/V}-5-^yV^n 

[26] 4-{[2-((lR, 2R, 3R) -3-tKn^-2- { (IE, 3S)-3- 

tKn^V-4-[3-(^h^V^/V)7^/V]^-l-^/V}-5-^yV^n 

im :ib\fctf (2)$ffS3^ru $e>^PJfM^j;oT(3)pH«^J^^LT^p 

^mffa^O^/V 4-{[2-((lR, 2R, 3R) -3-tKo^V-2-{ (IE, 3S)-3 
- tK^>- 4- [3 - (^h^r^^) y^/k] ^ - 1 -^/V) - 

[27]ffrfE[iL [2], i9Wc\tiiommmmm<D^?mm%mmm$-irz> 

IE[1], [2], [9]^c«[10]fS««^(7)M; 

l29-\mmmfofcV, 4-{[2-((lR, 2R, 3R) -3-fcKt*¥V-2 

-{(IE, 3S)-3-tKn^-4-[3-(yh^>^V)7o:^]^-l-^ 

O/zg^tf^/V 4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S) - 
3 - tKn^ri/ - 4 - [3 - (y h^rVy^/V) 79 - 1 - } - 5 -tf-^ y f 

9xx^^jv)^jV\^jvyr^M'f9JT^Y<o a -i/?vT^hV> J El^b& 

4k $$£&(2)* e ?J\' 4-{[2-((lR, 2R, 3R)-3-fcKn^-2-{(lE, 3S) 
- 3 - tKn^V - 4 - [3 - (y hdr^^/V) 7^]^-l- } - 5 - 
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l30]lMffi&Mb-fcV, (l)y^ 4-{[2-((lR, 2R, 3R)-3-tht3^-2 
-{(IE, 3S)-3-tKn^>-4-[3-(^h :3 r^f-/l-)^^/V]^-l-^ 

tf^^/V 4-{[2-((lR, 2R, 3R)-3-tKn ;3 r^-2-{(lE ) 3S)-3-tKn 
^ is - 4 - [3 - (y h^y^/V) 7x^] 1 - - 5 - ^y^u^ 

U{2)^/V 4-{[2-((lR, 2R, 3R)-3-tKn^>-2-{(lE, 3S)-3-t 
Kd^>>-4-[3 - {^h^y^/^) 7x^;v] y*y - 1 - ^/v) - 5 - ^yvy n 
^^vv) cx^yv] ^/v^ 7 - } y y /r - h 1 Mgp \zM Lsooom Wo?L» 

[3l](l)y^/V 4-{[2-((lR, 2R, 3R)-3-tKo^y-2-{(lE, 3S)-3- 

v - 4 - [ 3 - (y h^r ^/v) y a^/k] y*y - 1 - ^ - } - 5 - ^ y vy n 
^^f-/v)^f-/v]^/^ T -/i.}yy/r-h, WM?p^>, */c:te^^tf>&^ 

im 43«fO«(2)«fti^^L, ^fe^PjfM(Cj;oT(3)pH»^iJ^^LT^p 
[32]y^/V 4-{[2-((lR, 2R, 3R) -3-tKo^V-2- { (IE, 3S)-3-tK 

n^y-4- [3- (yh^y^/v) y^/v]y*y - 1 -s-^yv-yp^ 

>^/V)^^/V]^/^ T -;V}yy/T— h(7^t#\ 3 m g/mL7!^20 ^ g/mL 
^&MifE[3l]fEgc»*»; 

[0011] «I3J!<7\ (l)y^/V 4-{[2-((lR, 2R, 3R)-3-tKndri/-2-{(lE, 3S 
) - 3 - 1 Kn^y - 4 - [ 3 - h=3r ^>y ^vk) 7 a^V] } - 5 - ;<Nf 

yvyn^y^)^^/v]^vy7-^}y*yyT-h, ^<Dm^^, wtttfttb 
xft&T&smwmvo (sir, *&m<Dmmmmirzm&&bZo ) ^ 
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jfcftXfoZ^A' 4-{[2-((lR, 2R, 3R)-3-tKn^V-2-{(lE, 3S)-3 
- tKn^ V - 4 - [ 3 - (^h^rV^^/V) ^ - 1 - ^ - ;v) - 5 - jf^y 

irzm&ttbZo )t, wmtfrSGu mmK^oxpummm^^ir^m^m 

m^m, tmmmmmw-, mmmKXoxm^n^<Dx^\\ 
[0012] ^ftmnmsMstegfex-bZo m^, m&.%fe&u mmz%&\t\^x-n* 

m^mommtLx, mmmmmtLxm^tam^Lw 

<, mffi&m&<D£?tmfc<Dm!&mxh<>x-k£i\ ^ *wmw$, mt%m\ 

[ooi3] jfmnmmmmw-xhz>m&\i, mtm&m >x-&imm>mfrhut& 
Kmm%m^xmtm*MMirz>z.b&x%z> 0 ^ ^$&<D-twb, mnm* 
m^xmm^tcmmm<Dmm*mw<Dmf$y>)Xhz> 0 -u, *#w<DMj&m* 
wfcv&zm&i*. ^mm^mm^^x^n-r^txmmmm'r^ 
ttfx%z> 0 ^k, ^mwmmmtmfcxhm&te, ^nmmm^mmm 

, *wmm*, mmitu, mmmm, #&nm\m*+zz.k&-*immm> 
&m&m, im^mmk mm&mmi, %m^mm\, mmmmmmx 
mft, ^Mmfow<D%mifcm%*jmxhz> 0 

[0014] jfWRK^^X,^^ 4-{[2-((lR, 2R, 3R)-3-tKndr^-2-{(lE, 
3S) - 3 - fcKn^f -4 - [3 - {tY^y^JV) 7x^;V] -?9 - 1 - ^ - } - 5 - 

^-^y^n^^/v) ^^/v]^/^ T ^}y^/T-hi^ , ^: (i) 
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[0015] Uki] 




[0016] 

[0017] UY2~\ 

[0018] tea-ffi@«U 

[0019] Mfc3] 
/ 

[0020] f±j3-E1t«^t"o) 

[0021] 5-^T-PGik&m<DmmuW)bLxi^ m%.t£. ^T^-^mMMz. 

[0022] 5-^T-PG^b^*fcri^©igj^«0^^b^fcH:, 

m\f=-;vr;v^-;vm,mm^^Yi^m{m^ mm 
it-mi, i?*y-(K fty^ymtgfcmm&mfbtiZo -nho^Ht^-m^h 
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[0023] *%wK&^x, wmmm, ■£fcizztih<D&mib& 

ton.. nmmmwx^-ftmwx%%h<7)imfe&h'r, mm&mmtLxtm 
^thmmxfoti^mmmpLit, m^m^M-rmi^m. mm, mmm 
, *tctefrMmm)z^^x^x^£\\ mM&mmti,xtmtsn^mm<Dfi 
znttztittffimzxox&ftztK 5-?-T-PG4k&m<D 
a -i/?v7 t *xw>&mk&vox^ {m^mmmnm-mi. o%«t\ mm 

[oo24] 5-^r-PGih^m^tc^(Dmmmm^ ^tis»©m m^t, mm 

a^X\ ir^yK'^rV^a^Cy^-t— KC. yvy?, ^a^^y-T^KI^Xlnc. 
, 1999) [Comprehensive Organic Transformations: A Guide to Functi 
onal Group Preparations, 2nd Edition (Richard C. Larock, John Wiley 

& sons inc. , 1999)] Kmm£fcttmm&mkx\ t-fcm&^^x& 
^m^tKXoxm^ir^t^x^o wmztite-^T-PGik&ys 

^y^^>^c«^^^^A^rflv^fc^Mf^n-7h^^--, mm? 

oxmrn-r^t^x^o 
[0025] 5-^r-PGih^mt.fzu^(Dmm^mt^Hh^mt(D^mit^m^ 5- 
^T-PGit&m*fzte^(DMm^t*xwbfryob^ ztinwj&vDjjm, m 

^mmmmm£fotzijmmmirc\txM&ir%c\tmx%% 0 
[0026] *mwK&^x, mmtLx^ mmmmm^K-mmmmtimmx 
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^ v/Hn— ^ hWNP-^, ^./Vu—^ ^u^h 

-&>z\\ ¥?k, B*mmjfKUM£tix\^m<Dm, mm, %mxhM, 

?Uf ' — '7K^P#3 (4-0- /3 -Galactopyranosyl- a -D-glucopyranose monohydrate) ^ 
•?/Vh— XX»fotl\t, — TKfP^I (4-0- a -D-Glucopyranosyl- 0 -D-gluco 

pyranose monohydrate) ^W^LV \ NVl'h— * — zkftlW^ j^fi^/Wh— 
IS^tb5#^t>*>5o PH4. 57^6. 5(D^/VY— xtfc Og^zKl 
0mU^^L«<^pH^4. 57^6. 5cDf£H£^1-^r— *£Ic*1-5 0 fll* 
«\ H^M*^ic»^/Vh-^(^h-^'-7RfP^))^,pH4. 57^6. 5© 

[0027] *mMmmKtetfmM<Dmmm\mmztift^i)\ mx.tt. immn 

T-PG^W^LT, ^5000m*§PO»S^P^.§rt»*LV\ ft, -ftk 

[0028] ^Wfc&lvt, pH^ii^LTte, ftWffl»J^^^-«6^(C^ffi$^P 
Hfiii^jTfe^«#^iJKte<ffiV^-t^Tt5 0 ^Vgl, Jg^H, ^ 

?L^#^«(#^ r«rc«H«©^«(ffJx.«\ ^>g£, 

^y±S^JS^*^k^i#)^ix.«\ ^^^hy^A, ms£;wa, gp« 
r/i'*y±m&m&^)mw*L*\ ^.nh(DpHmmmwmxm^xhx<, s 
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) t^mmm^ ?^ymw)<Dm.^fritmmxh% 0 
[0029] ^mmoMm^nhpHmwm^mMmtmm^th^^K ^mmms. 

^-m-ts^w^lv^ wt, mx.it, *wnmmwmw-xh%m&, 5- 

^T-PCMb^»©*S^l jb g/mL7d^50/z g/mL, W|fE<i^3 M g 
«\ 10/xg/0. 6mL)^5«t5^^ffl7KS:fflV>T^L^:lS^,pH^37Ir^ 

[0030] «P^©MiC[t MIBOi&lg^pHUfili^JO^l^, ^Wffl»J(Z)^^- 

L-^^^fii, L-yv 5 ^, L-iW^^w^ L-^/^^-^hy^^, l 

-y^y, L-isXTJy, L-tt^yy, L-*tt~>^ N, N-i?*'?A'T±fi 
T^/i/tf^SI, Tir^Vhy^h^T^hy^A, T^Af/WM^ T^y 

s^st T^ifT^, T^tT^A*, T/^7^yy-fey>^ T/v^y, ^y^h- 

/v, ^y/-/K xf/vli, ^yyi?TVy, ^\®&/\sy*7±&W^ ^fv 

y^v^ri^hyyA, yy-ty y, y/v^ymx^yv^ y^y^fcrm^ y>^ 
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i-bvv^ f^sTyw&yv^ tt})>=mi-wj», ttmstthw*, 

— ]>80, v^Pd- -r^n=f— &A<y^ 

hj*a, ^-/^/-/vr^ ^/^ry^r/i^^ ^/^y^^y^ 

£S#si'<>^/K ^br/i^^A, 
by^A, ^t^yifv^-^A^ mk-onh^^ mk^y*w&, mtrn^, 
mvmtmm, mm—r-r, mmr&, mkr/**^ mm^T4>, m. 

yism-bw^ jmw^, m&mm—t~r, m^mm-i-w^ mm, m 

ox\m%^bxh<9, 3^ m* b »2ooo¥fu mm^mmmmi ( b #g 

c-c m«\ tgwau mkimi mmk mm 

%imk mmm, mm. mmim. mm. mmmmmtLxm^ 
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[0031] «K(Dm^^^ftS^®te»»^JOtt*«#^PS^^V^^ 

pH»37!^$j6. 5, 0*L<«^J3. 571^5, #fc0*L<l2#j4©$§IS 
}*^J3 /i g/mL7^^20 g/mL, #{£0*L<i2$Jl6 ai g/mL^r^l7 » g 

/mL(iitf, 10/zg/o. 6mL)^)5:5J;5^ffiWffi*Srfflv^#LfcR^,pH 

[0032] pHf^J^cDm^MJfl, FJfM^ioT«0j1(Dm^^*Px.b^^^ 

^(Dm<omm\(oma\t^Mxn.t^ \ mmwn^^^mm^mm 
&m*&To£yizmm-tz>z.bfrx$z 0 m^n, 
^^mnmmm^mw-xh^m^.pwmzjb^m^. 5jf*ueij3, m 

mmtiF?hZ>®&, 5-^T-PG^^OSlS»l ix g/mU5^j50 At g/ 
mL, i^*U}^3Atg/mL^M^j20Atg/mL, #I^L<I^16 a* g/m 
L75^17Aig/mL(f!l^}^ 10 a* g/O. 6mL) tte%£?Kmm&%m^Xm 
Ml-tcm^ P H»37?/Mfj6. 5, ^L<«^3. 57^$J5, #l«L(ftl4 

mm%mmKhmm-^K, mmt\.x%m^m\ *$mxbz*m 
m(DmMM(Dmm^mx\tm^\ 

[0033] ttrfELfcJ;5 «5f!(7)m^^^@#:©t>» (#!lx.te\ #Dj£3£j&.&^) 
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v^iitm sir, 7mmmmmmkmffi$<D7mm)<?>m&m 

[0034] «BJ!<Dzk|§«, M^bS*^ (l)5-^T-PG^^, 

^tctt^tvb<D&m4k&!%>, &£m2mmk&Mz.s ^mm.KXox(3)pHm 

«\ (l)5-^T-PG^^^(7)^»^,^^tL^^k^, (2)* 

^m£#*u w&\.xfrb*\mffiLx%>xx^u nm., u^-fKMm 

4k&mm*Km\\Lx*mm*x&mfc&®tir%^bhx%% 0 m 
[oo35] ^w©*^^fe^5»©©*gr±#tcis^*v&v^, mimWi^m^ 

-^T-PG4k&m<DMg.tLX\X Wz.tt. mi n g/mU^fjSO/z g/mL» 
*L<, ^33 n g/mL^^20 » g/mL^J;?)0*U \ $16 ju g/mL75 

Mttl7jKg/mL(Wttf, 10jug/0. 6mL) ^Wlf-CfeSo $f§^ pHfSff#!U 

[0036] #3PJ?<z>*^$cte^-C\ WM^^ft^ #BS©ffi*x?b^^fc5o 
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*vo^ 0 mm^mm-i, m%.\*. m^mt^mmm^x^ir^t^x^ 0 a 
mm<» 5 - - pg^m©^^ ©5 - f-r - pc^^i ^ 
m-%m&*^% *mw<D7kWwte, mz.t£, *mmzmm&. 25°c, 6o%*@*f 

US. (RH) <D^TT*24NF^#LTfe, 5 -^T-PG>fk^O^^^80% 
EJLh(Jft80%7&£*&100%) , «L<^85%J^±(^85%^^100%) , J; 9 
0*L<M9O%^_h(^j9O%^^lOO%) x #fc#*L<iS$93%£*_h($j93 

T^WC, pH^3. 5^^4. 5(cHHi-5d\ *fctt(3)iHfi^/^— 

[0037] #^©*^te£jrc&5*:&, w£«®u m^mM^m^mL 

uir^(Dm^m^(D^xh<>xh^^xh^5-^T-PG^mtmm 
K&mtzz.t&mi< wx\ m$fflk\z.]&&*<offi ^mm^m-r^t^mx 

[0038] ^mm^mmk^ mm^mn^mm^mmmmKitmu mt^nm 
m~rz.bK£<>x$mirz>z.ktfx%z> 0 mt%m&^*&m<D&fm<Dfti& 

mL.7bM.1fol. OmL, #I^Uli|)0. 6mL*fcr±#Jl. OmL, Wfrlj-jfoO. 6mL 
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^/vm)htc^(D5-^T-PGit^(D^mnmmm^fi^^K mx.\t, m 

0. 1 n g7b^}20u g,, m-£L<\*mi ix &Jbm%j20»g, «£90*L<iS$Jl ju 
t^J12 jtt g, #^#mXte$j2 ^g^5ft gx $J6 /z g, ^JIO m g<D^i:^ #(f^ 

It, 0. 45 ju m^f/Vt/l/P-^^y, 0. 45 // m^n^QQ^l^fvy^ 0. 45 

m^timmftmmmtLxte, mx.it, $mw&, m^mmmmm, m 
fci^rv-mmm. nmmm, mMmmmimx.it, m^mmmm, %tumm 

m\t, mx.it, *mm<Dfrmm%wim<D]jmK£<>xMMi'tc^ mx.\t, r>y 

x.it,o. 22jum^^v-fe/H3— ^yyuy,o. 22nm-r^y^>yv>,o. 2 
2/z mxKyy^^-y-rV^^V^^^v^Tfr^^o if^mmti. #3$ 

m<D^mm^MMirmK, r>y?v, ^wt/k ^y^^&t^^i^L-r 
it, mx.it, ^mm^mimmm^mKt^xmmu mm, tvtvk /m 

100°C75^125°C(7)^#^\ 5##£3O$Wt5-W s 0*U\, 

[0039] *%wk*3^x, mmmmt, m^n^xm, ft^©«i4<H£o-^ 
x^m^xhi\\t}£(Dtbt^mxhox^t\ -mmzmmmM^mt 

x.it, mtmm®**&8&imm tm^T^K^mLxyuy^^r^J 
(?y*;v^y/<-mi/^i?)tir^th^mxh% 0 ztib<Dmt%m&ft, 

t^mnxh<>xht\^K mx.it, ^r^ri^y^xhrnt^y^UM^yy 
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^ym%(Oh(Oi,K Mx.\-£, ^y^^>^-m^V>^Xhmty°y^y^U 

[0040] tfjxttn^ mm&<DMAmmK&%^ffii£tf5mmxhthii&\ 
mktr^x*tmLXh&\ isy=*xDz*—T>r>?it, i/Vwifcz—Trsfm 
yzns^,vmm*m^x, t*t>z>%m>ft%m*, ^m^mtmiooumuy 
mm, -fy^mm^mmm, yy^^it^m^m^micuir^tK 
zf?x^fc¥ft&mm&mmmirzbiz£vxnt>tiz 0 f^mt^m 

XftmmZfcMLtcJfyx&mMz-lt, ^-KTi'TVK ^3-W^s( 

[0041] y^f^tfl^EifBC^SfflSliffiffi^i/^^f^ttWtitf 
«t<, m«\ atvx&vis, ^y^ntv^ #y*^n^ zKy^/w^x^ *°y^ 

[0042] ^WB^£LTT>:?>£ffl V ^#3% ^»57^;Hi, 

[0043] mm^tLxs^T^zm^m^ hj^^tmx ^mm^mm^ 

y°mmm&^xmmM 0 
[0044] mfrmm$tLx, ws*? i^-fji^-^^-m^v^j) %m v 
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[0045] ^mm<DA^m<D^mKm^M0^h\^^m^thx^ /vt/v^i 

[0046] SONfSfcilte, ««r», S^-^^*5it>-^M(DX|i^j;oTtf^ 

o°ckm-uu zonmxm5tifm7smmiomm, ^L<imo°cjb^mi5 o cK 
#m&u zoumxmemmn^mmm, m^^mmt^tKxm^^ 

0°C7!;M^20t:^^25t:7!7M^55 o C^f*U^35 o C7!;M^50 o C(C#ML 

[0047] z.(Dmm^tit^mn(Dn^fLm^^^xt^(mm^m^ mmicx 
ixm%&<D&m&M£tiz>o frfrz&mti. -®mz.$i%ztix\^m%&<D& 
mxhti\m^mmm<m^t^x^ 0 ?j*mm, 

w*m^ktfx$z> 0 atf>(omym$mte. m^^xm^tx\ 

[0048] jfwnxm^titt-i-T-FGik^m-t, mm^x^feftMMxhztztb 
^mm<Dw^m^^Lx^mm^\mm^(D^m^mi-^t^ 
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[0049] *&m<om$#M&\zft^x, tk^»mv^o»*u, &mt, m2%& 
T<D7k^&xhz>h(Di)m^\ fpm^ im^m^mM^\c^x\^ 

[0050] ^nK^^^a^^s-efco, mm^fem^miix^Zo ^mm&m&m 

-PG^^(D^#*»70%W_b(^70%7!;^100%) , #*L<J2$J75%E* 
_k(^75%7!;M$]100%h J:"9«U^80%J^_h(^80%7!;^100%), # 

*>, ^P^^«^p R p^3t#, ^«^-efc§5-^T-PG^^^Ji^ 

m-rz>z.btf*$mxhz>o b»t>\-fm&*<?>^m!iWk&. 6o°co^# 
rx2mrm^<D5-^r-PGi^mom^mm95%u±m95%^m 

mi-hVVJ*%mm\bLXm&&t>"£XJ)\\Z., pH&*&47&S*&4. 5, #*L<t**&4 

M^Lfc«0j!(D*^^fflv^r^«p n p^M5t1-t^^^J;v^ o 
[0051] ^W©*feiaftiBitt^1i6^^ttl2:fcftiLTv ^ Q ^^©^feKte 

, mz.tt, mffi&m&&mw&, movxmmm. »^L<\tmmm^^xh 
mnmm'mmte&z.^ i%ftm(®M)bmmmm-x%%b^?wmw 
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[oo52] j^t> ^wmm^mm^xyy^w-mmm^^o 

[0053] *m$<om&$iM$n\Z, It©lifWfftl-fot, 5-^-T-PG 

w g^^20/z g, IfJUliil it g75^20ju g, £«9#mXte$Jl /z g7Ir^l2 
M g, #{^*L< I3&J2 /x g, $15 ji g, $6 ju g, $J 10 /z g^#1-^i5 K&SU til 

imkft,W%.}*, l^T/K lT^/v#i:v^o7t^J^(Z)^^§^^v^5o 

[0054] ^Kfc&V^ ^M©«ip B p 

^^**©4HWfi»©^^ii«ij«*jfe-efc5 0 JMftfcfcra:, (i) w$c^M 

fpOSlCffl V ^5 - - PG^« a - ^n^^hy >t<D&mk&mtL 
o-CpH|iii^J^Px.^37!;M^6. 5,0*L<I2#J3. 5#£*&5, #^0£L< 
iaot*$ii5, Zft&omicvb^ &1zL<n±X%mfc1rz.bK£oX, J;i9^m 

[0055] ^mm^mm^s-^T-PGit^m^m^m^^ 4-{[2-((ir,2 

R, 3R)-3-tKn^-2-{(lE, 3S) -3-tKndf-i/-4-[3- (^Hf-^^V 
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[0056] 



A„.CH3 



(I A) 



OH 

[0057] ^X(»^\m^hm^Wk*&to ),^(i-b) 

[0058] [>ffc5] 

O ° 



n CH 3 



OH 



XT'*- 



(I -B) 



[0059] ±x<Dm^temmtmzmw%mir 0 ), ^a-o 

[0060] Mb6] 




HO 



[0061] (CT, ^T<7)fB^«tfifB^[wii:E*«i- 0 )^(i-d) 

[0062] Dffc7] 

o r 



T 



v-CH 3 



(I -D) 



[0063] ^T(DfE^-«fE^fSli:m*^i-o ) , ^(I-E) 

[0064] Mfc8] 

o op 9 
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[0065] ±x<Dfc%mmtmmm&m-to )x^mit&mm&mfbti% 0 

(I-A), (I-B), (I-C), (l-D)&£U(l-E)X^thZ>{b&mZ^Mtl^ 
fjV 4-{[2-((lR, 2S)-2-{(lE, 3S) -3-tKP^-4- [3- (yh^Vy 
^Vl") 7x^] 7Y?- 1 - m^/W - -3-^-1 -^/V) ^ 

^/v^vyr^-M-fP/T— h(l-A),^/V 4-{[2-((lR, 2R, 3R)-3-t 
Kn^i/-2-{(lE, 3S)-3-tKn^V-4-[3-(^h^rV^/V)7^/V]^ 

- 1 - } - 5 - ^y v^p^^vv) 3i^/w] */K7 } y*y y h (i - b) 

,y^/V 4-{[2-((lR, 2R, 3R)-3-tKn^y-2-{(lE, 3S)-3-tKn :3 r 

v-4-[3-(yh^vy^/v)y^/v]y^-i-ai^/v}-5-^yv/yn^^ 

7V)oi^]^/^-/V}^yT— h(l-C),y^ 4-{[2-((lR, 2S)-2-{( 

ie, 3s)-3-tKo^y-4-[3-(yh^yy^)y^^]yy-i-^/v}- 

5 - Hr*V y -3-3iy-l ->f mfyl/| wy^fv } 7*&/T^- h (I - 

D),yfvV 4-{[2-((lR, 2S)-2-{(lE, 3S) -3-tKo^-4- [3- (yh 

ixy ^/v) y ^/v] y*y - 1 - } - 5 - ^y ^>y p ^y y - 3 - - 1 - A 

;V)^;V]^;V^;V}y^/T-Y{\-E)t^^^o ft, Z.tit><D<fo%t±, IUP 
AC£ «M6^(-^^1-§^>tV-y-y°tiyy^, ACD/NAME™ (Advance 
d Chemistry Developmental) £ffl^TtTofct^^fc5 0 

[0066] tt&wvmmi. mm&ftm&n, mwrn^^mm^wz^t^x^ 

[0067] ^mM^Amm^xxf^mm^m^m^Kmf^d-^r-PGih^mom^ 
^o^^fe r^«#yn-7hy yy?i, ^yn^h^y^, $ 

Jgyn^h^yfe^^fflV^fcSiJ^m^irl^m-t-^^^^-et^^, us 

«f*yn-7hy v ^xmfe-tz>z.kim*L,\ \ nmmtv^wyym 
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[0068] mmvtc&K, *&m<Dmmm&K&^x^ ^^mm<ir^tKx^ 
xh, ^mm<D^mmir^t^x^ 0 mw&m&^^ft^mz, 
&vrjm{Mz.&, *-/wv^-mm)zm"xmMir%z.t&x%% 0 
\m, w^mmmKBm<D^mxm^t^x^ 0 

[0069] [ilfp^OM] 

V, >r*, 9yK td*5Jt«. EP4^E«&<D«, ft 

m^xn/^tarmmm^^m^ &.MmtLx^ir^t^x^ 0 ^x, e 
^mKEP4^m^-Lx\^mmxhtmx<, $mt, %m%k&mz.\t, § b^-s 

ftJNBJjajE, *ff«^ TOW, ^Lffiff Ifc, ^JfiLffi. .L^jtjfiL, £#'14 

&mm&msm, 'xmmm, warn, m&kmsm, ^^yr-^mm 
\m, *T-</v(sm)m, mm, mm, ±%^mt, mm^Mm, ?v->m 

Kmwmmumm, rmKmmmm-umm, $mmmKmw,mm' 
mm, f&&mm%m'm.mm, 'n^Kz.m^mm, ^mm-umm, ^ 
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Axmtf#(D#?fM, «@£#^<d#^ wm'wnmwm^mM 
%)<Dim'tmim$:nm^ mm\tLx^ir^t^x^ 0 wfwm&ftm 

[0070] _kfE<D#fi{£T»(7)5^ #3§Wo*&j&&K #tI^^lB B n ©MiLttt 

[0071] #^^^#p b p«, mib^skd^ fam&zTf/itttizm 

m, ~rftt>h&m\tLtcm^ &#ftK&*istiz 0 ^x\ mmm^x^/wt 
itmmtLxtt, m«\ mtmm%*. mm. wmm^mm. 

[0072] ^mmomm, mmffi&m&zm^xmmLtzmm- u 

^(D^mmtLx^m^m^irm^, i a^mtLx, m^^mikg 
mmmtLxmm^ iz&m&ttzm&v Mmmft&^mtLx^ mms 

[0073] *%w<o®&®. mm^m^m^xmm^mmn^ m^mm. m*.ft 

$^ ^hn^V»J. #/^>h-VS^ ^y^y^V^J, rs*m\Wrv4 

vw^Kmnk *t^«si, hmg-c 0 as^^*pi^, ©ij w 

flfcjvl^ey, J&SH^N ^^^if-iPfi^^, PTHrPff^ ^p^t- 
1f l«|t, 7T/^y-fKX^^#:«^^ ^hn^V#«^, ^n^rnyffl 
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[0074] ^*^T7"t'ISl (PDE4) £LT(3 , ftfxJf , Vn^^h (Cilomilast) , n 
(Roflumilast) , Tn^U^(Arolylline) , 0PO6535, ONO-6126, IC-485 
, AWD-12-281, CO10004, CC-1088, KW-4490, Iirimilast, ZK-1 17137, YM-976 
, BY-61-9987, CC-7085, CDC-998, MEM-1414, ND-1251, Bayl9-8004, D-4396 
, PD-168787, T^/yJ* (Atizoram) , i/s<J*y^)ls (Cipamfylline) , ny^7A(Rolip 
ram), NIK-616, SCH-351591, V-11294A^^tf £>tl3 0 

[0075] \f^^^hmMtLX^ MZ-iS, Tl^KP>&W?.Mcfp&j (Alendronat 
e sodium hydrate) , ^^Kt^lftObandronic acid) , 4>^^^y^^.i~h ] JvJ^(lnc 
adronate disodium) , ^ r - ; f~Y ; 'ti>'Wi^~f~b ] )V-k (Etidronate disodium), ^r/W<}?v%. 
—h (Olpadronate) , ^nKP^St^hy^Tk^P^ (Clodronate sodium hydrate) , y*U 
KO^(Zoledronic acid), ^M^^Ic^^hy^CTiludronate disodium), ^yK^ 
h(Neridronate), /^^KP^^^^hy^(Pamidronate disodium) , fcfyKa^— 
h(Piridronate) , 5/K^^K^R#j(Minodronic acid hydrate), ])±\*v>t&7~h})$& 
TKft^ (Sodium risedronate hydrate) , YM175^^^(f b*v5 0 

[0076] \f^>DMMtLXU, T/V7t*/^K-/V, 7T^^/^Vhy^--/V, # 

, ST-630, KDR, ST-630, ED-71, wfr/VYn— /V(Ro44-7190) , ^#/l^h— /K -7 

[0077] #/l^>^§^J£:L-C}3, ^!)X.«, WtCftfWVJ* (calcium chloride) , 

yVi/r>A (calcium gluconate) , ^y-fcoy^g^/W^ A (calcium glycerophosphate) , 
?L^#/V^A (calcium lactate), L-TX/>7 ; ¥>^/'Vv' , >A (calcium L-aspartat 
e), yV^k^/W-^ A (dibasic calcium phosphate) ^^ifhtl^o 

[0078] ^hn^V»J^LT«, 0U£tf , ^r-yv^-MEstradiol), ^M^Wl^by 
/^(Estradiol benzoate), ^XhyZ?^-— ;ViA?3r%~- KEstradiol cypionate), 
m;*^*?^— ;Vi/y°n\i°$ri'— KEstradiol dipropionate), ^y>hyi?$~— ;Va^j-*y# 
— KEstradiol enanthate), ^^hyv ? ^--/^dr-y-tKn^<>y'T--b(Estradiol hexah 
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ydrobenzoate), ^.^.Yyi^^r—A^y^^- /k^^t 0 ^-^-— ^(Estradiol phenylpropionate) 
, XL.y^yi?3r<— A/tyy ; flJ/T'— KEstradiol undecanoate), ^^Sl^^r-yv^^/V 
(Estradiol valerate), ^;*.hPi/(Estrone), ^^"^/V^^h7> ? ^ _w -/V(Ethynyl estradio 
1), *Xhy/— MMestranoD^W bfh%> 0 
[0079] jJ/V^h^MMtLXfe, Mx.it, llJVisY^y (calcitonin) , f-^-jfr/l^N^ (sal 
mon calcitonin ;STH-32, SMC20-51) , ^-VY^fs^yb^y (chicken calcitonin ;MCI- 
536), ±%/Wyy^v— /V(secalciferol), (elcatonin) , TJN-135#^# 

[0080] -fyyy^mntLx^ , ^/y77#vwwkft5o 

[0081] ?>s<ymikXTn4h*MtLX\% $lxJf , ^>^r-P^(Oxymetholone), 

/HStanozolol), ^fr>gi^^KPPM>Jandrolone Decanoate), ~7 ^^.;Vy°n\fir 
^SI^^KPt^Nandrolone phenylpropionate), iy^u^^y;Vy"xi\f^ry^rj-yY 
on>^(Nandrolone cyclohexylpropionate), jf^S^x/P^Metenolone acetate), pC* 
^/^(Mestanolone), ^^yKx^hW— /HEthylestrenol), ^/K^O^Calustero 

[0082] If ?Vs¥MfflbLXU , T^xhW^ (menatetrenone) , ^h^^^ (ph 

ytonadione) ^Sipff £>;tx5o 
[0083] JjTy°^>K#mMbLXU, $Jx.«\ ONO-5334W>Wbtl5o 
[0084] HMG-CoAM^@l*IWI^LTte, mSi, y°ysW?> (prava 
statin (sodium) ) , ^/y/^fV (simvastatin) , 7/W^^^->(^MJ^A) (fluvastat 
in (sodium)), ^s^P^y (rFYVyl*) (cerivastatin (sodium) ) , ^/^^^>(itav 
astatin), Th/W^^V^/^^A^^P^) (atorvastatin (calcium hydrate)), n 
✓W^(lavastatin), l^W^Cfc/W^A) (pitavastatin (calcium) ), ZD-45 

[0085] giJTOH^/^^L-m, fllfcfcf, i»TOS(dried thyroid) , ^^n^i/> 
^MJ^7-^(levothyroxine sodium), y^~^P— V"^MJr7.A (liothyronine sodium), !7°P 
fcVl^^yV/V (propylthiouracil) , e f J T^/'—A/ (thiamazole) ^fr^ltfhfrl&o 

[0086] J&SBi^L-Cte, fljfctf, ^H»MSH^(FGF) , iLW^^Hi^(VE 
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gf) , if «&6b^ (hgf) , j>i/*v>mi&m*t$&mfbftZo 

[0087] V- lm&MkVXtt, m*.tt. ^Yny/vM-fuy^y, /7Wfyf 

[0088] PTHrPftaUft^LT}^ $Jx.«\ hPTHrP, RS-66271#«JfibtL3 0 

[0089] ^nT-tr^^— ^la^m^LTtt, 0!J*.tf , ONO-4817#«ff ib|x§ 0 

[0090] yr/^y^KXS^f*f^lft^^LT«, , SR-45023AWW£>tb5 o 

[0091] ^hn^Vf^iSl^^LTft, MfLtt* TSE-424, WJ-713/MPA, m^WiTJ7** 

[0092] ^P^Tn>«l^ttt, $JxJ£\ hy^y^hi^S^^tf fetb^o 

[0093] sx±<Dimmmmm^hox, ^nt>wmistiz>t><Dx\zm\ 

[0094] ft m<D2ua t&mfr&ttx&iB-Lxb x\ \ t$:, im-tmm 

[0095] mm 

*mMKte\^xm^n%5-^T-PGik&M<Dn&fe^frKm^h<Dxh5 
re®, *m\<Dmtm. maM^m^mm&tLx^z^-r^t^xt 

[0096] «5<!^J;or#t$fi?»IS»^, #^^«p B Bfi^«fe§rcfe, 

[0097] *mmfeZ.tihKmfc£ti%h<DX 
[0098] «Pj!<z>ffi»«U£i ^ffl-e&fte-frTfc \ 
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[0099] mmmn 

4-{[2-((lR, 2R, 3R)-3-tKn :3 rV-2-{(lE ) 3S)-3-fcKP^ 

iy - 4 - [3 - (y h^vy ^/v) y^jV\ yy-l- ^;v) - 5 - tty-ytv^y?- 

[^1-1-1] -n*:10/zg//MT/K mm:^/^h-X 

4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S) 
-3-tKn^V-4-[3-(^h^V^/V)7^/V]^-l-^/v}-5-^y 

£4fe(9. 7mg:^/V 4-{[2-((lR, 2R, 3R) — 3— tK^^V— 2— { (IE, 3S) 
- 3 - tKP^rV-4 - [3 - (y h=5f Vy^/V) y m^/V] y^ - 1 - - 5 

g)^Px., &tJffl*£ffl^T120mL£Ut o ^-&^£Lfc#, 
^ytfTlgO. 22Mm/^yVy)^6i®U #^©*^£»l3£U!:o 

Hit, 6. OO(n^hA-l), 6. 00(nyhA-2) , 5. 58 (pyhA- 3) "Cfco^ 0 
[0100] [^1-1-2] ^1 : 10 m g//M7/K tti : v/^-^, ^xyi 

attffl*^ y^/V 4-{[2-((lR, 2R, 3R)-3-tKr3^y-2-{(lE, 3S) 
-3-tKn^V-4-[3-(yhdrV^/V)7^/V]y*^-l-^/V}-5-^y 

1^(9. 7mg:^V 4-{[2-((lR, 2R, 3R) -3-tKn^>-2- { (IE, 3S) 
- 3 - tKn^r V - 4 - [3 - (y h^->y fvV) 7^^/V] y y - 1 - rc - /V } - 5 - # y 

g)^Px., &mm&(0. 5N, O. 05N, 0. 01N)©^y^^«fi^px.-CpH 
SrlSSEU ^B*£ffiV^T120mLiUt> J£-fci£?ft£U^ «y^y-( 
fVy^TlO. 22/zmy^yVy)-e6MU «^O*^»MitL/c 0 
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HIS, 4. 40(nyhB-l), 5. 32(nyhB-2) , 3. 75(t^l>B-3), 3. 16(nyhB 
-4), 3. 72(ns>hB-5K 3. 69(n-/hB-6)^fco/c 0 
[0101] [^1-1-3] ^AilOAig/^T/K^PSIr^h— ^^^fift,^^ 

4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S) 

- 3 - fcKt^ V - 4 - [ 3 - h3r v^/V) 7^/^] ^ - 1 - ^ - /V } - 5 - Hr^-J 

^(9. 7mg:^/V 4-{[2-((lR, 2R, 3R) — 3— tK^^V— 2— { (IE, 3S) 
-3-tKn^V-4-[3-(^h^V^/V)7^/V]^-l-^/v}-5-^y 
V^n^^^)^^]^/^ 7 -/v}^7T-htLT2mg),^tr H ^h-^(10 
g)*3«fctfO. 01N^^7K^t(lOmL)^Px.^^^O. 05N^y^MJ?A 
2k^&M*#n*.TpH&f83gU attffl*^fflV^120mLtL^ 0 J£j-/<rf§$^L 

L, #**8ft©6ifi&©pHf3\ 4. 12(ayhC-l) % 4. 58(dyhC-2), 5. 06(n 
yhC-3)-Cfcofeo 

[0102] [&#l-l-4] ^S:10^g//Vr/K«SiPSI:^h-^^^fil,*fife^ 

&ttffl*fc> P^/V 4-{[2-((lR, 2R, 3R)-3-tKti^-2-{(lE, 3S) 
-3-tKn^V-4-[3-(^h^rV^/V)7^/V]^-l-^/V}-5-^y 

1^(9. 7mg:^V 4-{[2-((lR, 2R, 3R) -3-tKn^>-2- { (IE, 3S) 

- 3 - tKn^r V - 4 - [3 - h^io^/V) 7^^/V] ^ - 1 - rc - /V } - 5 - Hr^J 
V?xi^l/^>V)^)V^>V7T—My^ST—yh\JX2m3, B^^b— *(10 
g)*3J;tfO. OlN^y^^(lOmL)^0x.,$^(CO. 05N*@£^hy'M* 
^Srii*(JP^"CpHSrH3iL, &tOT*£ffll^C120mL£Lfc 0 ^-ft^^L/c 
«K M^/^-(xV^°TMO. 22Aim^^V^)-e5iiiU #3SW 



WO 2006/075690 



31 



PCT/JP2006/300355 



ABmcO^W^COpH^ 4. lKn^hD-l), 4. 58(nyhD-2K 5. 09(P5/hD 

-3), 5. 72(uyhD-4)X*hotc 0 

1-2:|LM* 

m% 1-2-1] ^fi:io/z g//Mx/K mm mt 

&&%fr\^^As 4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S) 

- 3 - fcKt^ V - 4 - [ 3 - (^h^v^/V) y^/V] y^ - 1 - } - 5 - Hr^y 

^(9. 4mg:^/V 4-{[2-((lR, 2R, 3R) — 3— tK^^V— 2— { (IE, 3S) 
-3-tKn^V-4-[3-(^h^V^/V)7^/V]^-l-^/v}-5-^y 
V^n^^^)^^]^/^ 7 -/v}^7T-htLT2mg)^fL||(lOg)^P^., 

MO. 22 /z mXsfw) X~zmu «Wtf>*» (*s*E) SrJKtLfco 

[0103] [^1-2-2] *Sm:100tig/^4T/V s mm\:%m 

y^/V 4-{[2-((lR, 2R, 3R)-3-fcKp3rV-2-{(lE, 3S) 

- 3 - - [3 - (y h=5f vy^Vv) y^/v~\ y*y - 1 - x-^/v) - 

&m(94mg:^/V 4-{[2-((lR, 2R, 3R) -3-tKd^fV-2- { (IE, 3S) 

- 3 - tK^V - 4 - [3 - (y h=3f vy ^/V) y m^/V] 7*9 - 1 - m - /V } - 5 - ^ y 
i/^n^^;V)ai^]^y7-/l-}^y/T-htLT20mg) £?L*f (lOg) ^Px. 

mo. 22 n m*i/y*u» -ezmu tt&mo&mmfryhF) £$atu-c 0 &mm<D 

[0104] immm2] 

mmmixm^t^mm^, o. emL-r o^^yn-^y^^MT^t 

#J»U 25°C, 60%ffi*fSg(RH)^#TT?24NPM^#Lfco MI©#/MT 
;V^(D^i-/V 4-{[2-((lR, 2R, 3R) -3-tKn^-2- { (IE, 3S)-3-t 

Kn^y-4-[3-(yhdri/y^/v)7^-/Hy^-i-^-^}-5-^yi/yn 
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Lfc 0 

[0105] mft^mmm 
<mPrwm<Dmm> 

&m*fc^x, %Mtiiz.&m<Dftmmmm2&Mz.* 4-{[2- (u 

R, 2R, 3R)-3-tKP d ri / -2-{(lE ) 3S) -3-tKn^-4- [3- (yh=5r>y 
fvlO 7x^;V] ^ - 1 - j^/P } - 5 - ^-^y i/jna ^y^->V) ^;V~] *;vy 

<mmmmomm> 

y^/V 4-{[2-((lR, 2R, 3R)-3-tKn^y-2-{(lE, 3S)-3-tKd^r 
v/-4-[3-(7 { h d rv/7 { f-/V)7^/^]^y-l-^/V}-5-^y^yt2^^ 

lOOmLiUt, ^<D$&jE«fefc4mLf2;&^£9, #fE<7>ft»m£4mLlB*fdjP 

LTfflWc(y^vV 4-{[2-((lR, 2R, 3R)-3-tKn^y-2-{(lE, 3S) - 
3-tKn^V-4-[3-(yhdrVy^/V)7^/V]^-l-^/V}-5-^y^ 

:$j3/zg/mL) 0 

4-tKn^rV^E#^y ? ^^30mg#*L, yy/-/V^Px.-C200mL^Lfc (4 
- tKn^V^S#^^«S : 150 jk g/mL) 0 
<^««2(DfMM> 
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\Hmm$m%4mLjEmimwty, ^/-^mx.xiEmKioomLthtc (4 

-\&v**s&M.m&'?A4k8t:6i* g/mL) 0 
^m^:^««Sff (SiJ^«:210nm) ; 

#7A:F*j£64. 6mm, ^lScmtfX^T^l^jf ^5 m©t#:^nvh^77ffi^ 
#J ! i/A&yMk*sy2l?/l'&3&&(W%.t£* YMC-Pack ODS A302#) ; 
#7 : 50°Cf^(D-^SS ; 

#M : fo/T-tY-Yyfr/ttS-tvm&mm (* : TH^hy/V:^/-/!^ 58 
: 25:17) ; 

OmL/^; 
B#W : 40# (&Jp»?fctt20#) ; 
^#NfW<^S^:^/V 4-{[2-((lR, 2R, 3R) -3-fch*£*ap-$/-2- { (IE, 3 
S) - 3 - fcKrrff-s/-4 - [3 - (J-Y^y^/V) 7^/v~\ -f?-l- 

(3)«#*©£m 

[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S) -3-tKn^V-4- [3- ( 
^h^r^^VV) ^-/V] ^ - 1 - 3i n/V } - 5 - ^P^V ^VV) ^/V] ^ 

[0106] 

5-^T-PG{b^(D25 c C, 60%»SJt(RH)(D^T^24B#» 
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m^m^u. 5-^t-pg^^©25°c, 6o°Mmnm(RH) (Dm^r x-24 
mw&&^&mzm99%jb^mioo%xh<>fcm3) 0 ^.tc^K, mmt 

<Dm*TX24mrmft&<7)m&mm98%jb^moo%xh<>fcm4) 0 
[0107] mi] 



... 





A-1 


A-2 


A-3 




6.00 


6.00 


5.58 




6.35 




5.70 




38.6 


l 94 1 


94.7 



[0108] im2] 



IO : : : >^ 


a-i 


B-2 


B - 3 


B-4 


B-5 


B-6 


5 iiif CD pH 


4.40 


5.32 


3.75 


3.16 


3.72 


3.69 




4.60 


5.63 


3.82 


3.13 




3.65 




1 00.2 


97.2 


98.6 


93.2 







[0109] [^3] 





C-1 




C-3 




4.12 


4.58 


5.06 


>h v.i - ■ 










99.3 


99.5 


99.2 



[oiio] mil 
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D™1 


D-2 


D™3 


D-4 




4.11 


4 5B 


5.09 


5 72 




4.08 


4.57 


5.05 


5.S6 




98.1 


100.3 


98.7 


98.5 



[oin] mmim] 

4-{[2-((lR, 2R, 3R) -3-tKn^v'-2- { (IE, 3S)-3-fcKt^ 
v- - 4 - [3 - (y I^v-y^/V) y^jV\ ^/V) - 5 - t^y^n^yf 

3-1:^7^"^^" 
[^3-1-1] -^StlOMg/zMT/K ^WJ:v/Vh-^ 
&ttffl*^^/V 4-{[2-((lR, 2R, 3R)-3-tKn^>-2-{(lE, 3S) 

- 3 - tKn^V-4 - [3 - (y b^v-y^/V) 7x^;k] - 1 - rc^/v} - 5 - 

&fo(9. 7mg:y^/V 4-{[2-((lR, 2R, 3R) -3-fcKn^->'-2- { (IE, 3S) 

-3-tKu^v-4-[3-(7<h^>^/v)y^-^]y^-i-^-^}-5-^y 

^/^n-<^7V)^/V]^yT-/H^y/T-htLT2mg) fcJgft^/H— ^(10 
g)^Px., &t^7k£^T120mU:L7c o i£-fti§i£(pH5. 66) tL^, « 
7^-(fa7*°7lO. 22 M myyy ? Vy)T*6aiiU0. 6mLf ov'Unyn-r 
^y^7^/^7/K^i!Lfc 0 ^<7)/WT7k^-40°C^T^MLT^^^ 
^V>^20/^^7/V(7)K^it-e#^^#iaLT10 o CT7H#r H mML^ o W 
45 0 C^g|ITO1-^t-C«l^^»»p B p(n^b a -l)^S^Lfc 0 mm 

[0112] [M^3 -1-2] ^fi : 10 /z g//M7/K Ss»J : v/Vh-^ y^Vg? 

&ttffl*^y^vV 4-{[2-((lR, 2R, 3R)-3-tKn d rv / -2-{(lE, 3S) 
-3-tKn^rv / -4-[3 - (y hdrv^y <?JV) y^/V~\ -ff-l- tt/V } - 5 - V 

^(9. 7mg:y^-/V 4-{[2-((lR, 2R, 3R) -3-tKn^->-2- { (IE, 3S) 
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- 3 - tKn^ - 4 - [3 - v-p^/V) y^/V] } - 5 - ir^V 
Vtxi^y^jV) ^As]W77~M"7?/7*-hklX2m&) , feig^/l*— * (10 
g)*3j;tft). 01N^y^7K^(10mL)^Px.TpH^S(pH3. 64) U EE&ffl 
*SrfflV^-C120mLtLfc 0 i^-ft»^L7>fL Il7^-(f^7^7l0. 22 

fc 0 ^0/^7;^-4O < C^Tt^L«^^$*, #C^T«0/^77/KD 

[0113] [»3 -1-3] fim:10u g/'MT/K tt^J : v/l*— * % iJWfifc, 

&ttffi7M-, T^VV 4-{[2-((lR, 2R, 3R)-3-tKP^>-2-{(lE, 3S) 
- 3 - tKP^rV- 4 - [3 - & h=5f Vt^/V) 7a^>^] ^ - 1 - -/V } _ 5 

&%S(9. 7mg:^/V 4-{[2-((lR, 2R, 3R)-3-tKd^fV-2-{(lE, 3S) 
- 3 - tKd^-4 - [3 - (^h^rV^^/V) 7^^/V] zf#-l- - 5 

g)*3«J;tfO. 01N^^fiMciS*(10niL)S:JP^$e>fCO. 05N^^g?-^WA 
*^S^g**P^-CpH«rHIS(pH4. 07, pH4. 53, pH5. 09) U &#tffl*£J3 
Vv-C120mL£Uc o m^mmthfz^ m^y^^-if^V^Tm. 22 M m> 

^v^)-e5iiu o. 6mL-f ^v^>^—^y^y^MTM^itmhtc 0 r 

mM(DW^Bffa(^m(Dpmuyh^^\:^yYc-l(pH4. 07), Pyhc-2( 
pH4. 53), ns*c-3(pH5. 09))£$ligUt> $C^«<Z)«te, 

[0114] [^3-1-4] ^-*:10/zg//MT7K ^»J:^h-^, ?^>m, ^Mit 
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SEJftJB*^ P^Vl' 4-{[2-((lR, 2R, 3R)-3-tKt3^V-2-{(lE, 3S) 
- 3 - tKn^ - 4 - [3 - (JV*r*s* t ?A') 7^/V~\ -f#-l- ^/V } - 5 - Hr^-J 

^(9. 7mg:^/V 4-{[2-((lR, 2R, 3R) -3-tKn^-2- { (IE, 3S) 
-3-tKn d rV-4-[3 - h=3f v^/V) 7^/^] ^ - 1 - ^ - ;V } - 5 - Hr*"J 
^n^^/V)^/v]^/^ 7 -/v}^7T-htLT2mg), ^tTH^/Vb— ^(10 
g)*3j;tK). 01N^^fiMciS*(10niL)SrJn^$?>(C0. 05N«{^hy^AzK 
^£&*#n*.TpH&il3g(pH4. 07, pH4. 54, pH5. 04) U EE£tffl*£JBV^ 
T120mLirLfc 0 i^-&«£Ut^, *HS7>f/^-("9*a9#Tj!iO. 22jum^ 
7V^)^-6ML, 0. 6mL-fo^Un^— T^^^f^^T/V^^JKL^o ^(D 
^T/V£-40TOTi-MLT^££tf££*, ^20/^/VO*^S 

0^O^^p R B (5iiM^pH^P5/h^|x:SiJ:Pyhd-l(pH4. 07), Pyhd-2(p 
H4. 54), PyM-3(pH5. 04))£MitLfc 0 )«l D B p0^l!i, 

[0115] [^M?14] 

^^3TrMitLfe^«p R p^, (l)60°C(D»T-ClMr B 1, (2)60°C<Z)^ 
T?2M, (3)60ro^#T-e3M^, (4)40°C, 75%ffi*tS£ (RH) £#T? 
1*J! M^#L/t 0 ^^O^f-^/^itm^MOf-^^ (Initial rHJffl) 
olvC, (a)*M& (b)ff^?B#«, (c)S^«B#pH, (d)*^S,*3j;tJ«(e) 

(a)^4B 

(c)S^B#pH 
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(d)*^S 

mm Tkmmmm ^mt^ ca - oe 

&m : m&mm (gex) , u-^y^y^-nm (ss -x) 3m g (h^i*) 

^/V 4-{[2-((lR, 2R, 3R)-3-tKn ;3 r^-2-{(lE ) 3S)-3-tKd^ 
-4 - [3 - &h 3 f-W?A') y^;V]y*?-l-^/V} - 5 -^y^P^^f/V 

fcoVvC, mm^jg^*<Z)7K^fB<Z)rt^2p^2^P^ N 4- {[2- ( 

(1R, 2R, 3R)-3-fcKn3f^-2-{(lE, 3S) -3-tKn^V-4- [3- (^h^r 
i-O^/V) ^ - 1 - 5 -^y^P^yf/V) rc^/l^/l^T 

^}^/T-h^4-tKP^V^E#^^/V^^Sit^ttf|EO^p^^|^|C 

[»*] 

#^fc^^T«*5~S9 (^5: Initial ;^6:60r, 1jIBB;^7:60 < C, 2 
M^;*8:60°C, 4M;^9:40 C C, 75%RH, lWWi^Uc 0 ^WJiLT^ 

K P mmnm\\K.^^m^:^yH-i) 6o o c©^T-e2Mr3m»©^ 

I^«p b p rp<D5 - -PGte^©&#*ri*&85%75M*& 100%-Cfco/c (£7 
) 0 ^^JfcL-Cfefi^/vh-^^^ifefcSrJlSa^fc^:, pH^3. 5#£jft 
4««L7i**g$M V ^-C^^MpI-^^L^^ (ny hb - 1) tt, 60°C<7^ 
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2M^^»^^^«p1.^05-^T-PG^^(Z)a#*i^93%^^ 
#^J;5»^«^$n^^o^ 0 ^L«^Mp r p^, 60 o C<z>#^T^M 

#*Sr^Lfc(^8), 40°C, 75%RHO^#T-Cl^ 

ft, ivf ^O««p B pt^0^m^Lfc:^\ #^»^J^LT^^-7/Vh- 

^«L^«^ffiV^M^L«^«p n p(nyhd-l)^^^^m^#^ 
fc(£9). 
[0116] [^5] 



^5 Initial 





nm 








a-1 






7.40 


0.02 


b - 1 






4.57 




"c-1 " 






" 4.76 


0.82 


















5.47 


0.87 


d-1 






4.34 


0.71 


d-2 




mitmrn 


4.84 


0.45 


d-3 






5.83 


0.58 



40 

[0117] me] 



[0118] u 



[0119] [: 



B3 eot), i 














a-1 






7.25 


92.3 


b-1 


a&D^fcue^ 




4.38 


95.3 


c-1 






4.84 


SB.Q 


c-2 






5.05 


97.3 


c-3 




m^mm 


5.50 


85.8 


d-i 


afe©»ti^ 


m&mm 


4.38 


98.7 


d-2 




m*mm 


4.87 


96.0 


d-3 




m&m 


S.20 


97 0 


g7] 

3?7 60*C, 2MN 














a- 1 






7.57 


85.5 


b-1 






4.40 


92.7 


c-1 


a&D^tfclifit* 




4,79 


95.3 


o-2 






5.08 


83.9 


c-3 






5.45 


92.0 


d-1 






4.42 


97.4 


d~2 






4.86 


96.4 


d-3 




m&mm 


5.26 


93.5 


g8] 

sot;, 4jBfif 






ft® 


wmmnwt 






a-1 








76.2 


b-1 




Sg|5j= 


4.06 


8P0 


c-1 






4.43 


32.8 


c-2 






4.71 


91.3 








5.16 


88.0 


d-J 

d™*2 


afe©%I>cijfM 






PS.t. 




5.64 


83.8 


d - 3 




m&mm 


6.06 


89.7 
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^9 


40*0. 75%RH1 * BM#1? 






'1 II 








a- 1 


a is* 


m^mm 


5.78 


97.1 


b-1 




mmm 


3.98 


































d-1 










d- 2 










d-3 






6 04 





[0121] [^»!|5] 

SE&NB*^ 4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S) 

-3-tKn^V-4-[3-(^b^v'^/V)7^/V]^-l-^/V}-5-^y 

^(480mg:^^ 4-{[2-((lR, 2R, 3R) -3-tKn^V-2- { (IE, 3S) 
-3-tKn^>-4-[3-(^h^>^/V)7^/V]^-l-^/k}-5-^y 
i/^n^V^V)3i^v]^V7r— /V}^/T— htLTlOOmg) fc, ^d|-r/Vb— * 
(10g)*fcfm*KlOg)»X., &Wffl*MV^120mLtL^o ®-ftfflfcbL 
fcfc, il7^/^-(fa7*°7SO. 22/ i m^X/V>')"T?6iaU 0. 6mLfo^ 
y^^^v^y^WT/M^JgL/Co ^(D/WT/V^-40°C^Tt-MLT 

&i^20/^#/v<DX^art?&* ^#?aLTio°c-e7H#p H m 

[0122] [^5S{^|6] 

^WS-CM^Lfc^Mp^p^, (l)60°C(7)^T-eiMPHl (2)60°C<^<ft 
T^2MPh1 (3)60 < CW^#T-C3aBa«#Lfe o «^(7)#f-Vy>*5j;W# 

[MM] 
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#^fc^^T®^10~^13(^10:Initial;^ll:60°C, lM;ia2:60 
[0123] [^10] 



Hi 0 Initial 



[0124] [5 



[0125] [; 



[0126] [3 



mum 


Ms 














8.44 


1.19 








8.31 


1.09 


fell] 

Si 1 60*0 ,. 1 iiV 


















mm 


6.46 


99,2 


—7, 


sft- sin 


m&mm 


7.74 


96,1 


£12] 

Si 2 60"C, 2nr s * 






ft 18 










Sft-ffin 




6.11 


99.5 








7 48 


93.1 


S13] 

Si 3 60°C. 4jlftf 






nm 










as- fin 




6.56 


96.5 








7.17 


89.6 



[0127] mmm7i 

SEftJE*^ p^*- 4-{[2-((lR, 2R, 3R)-3-tKndrv--2-{(lE, 3S) 
- 3 - tKn^> - 4 - [3 - {^Y^y^/V) 7i^/V] - 1 - ^-/v } - 5 - sh^y 

^(9. 4mg:p^vV 4-{[2-((lR, 2R, 3R) -3-fcKn^-2- { (IE, 3S) 



WO 2006/075690 



43 



PCT/JP2006/300355 



- 3 - fcKn=H/- 4 - [3 - {^Y^y^/V) } - 5 - ir^V 

^ffl*£fflV^120mL£U!: o ^-ft»£U^ ftSH^/W- (fa7* 0 7 
MO. 22 J um^7V»^6iiL, 0. emLfo^y^i/n— t^^W 

*#/KD*£g-C#j>«r t31#?aLT10 o C^7NFr H mMLfe 0 ^©i, 45°C^^^ 

[0128] [^7-1-2] -n*:100/zg//MT7K»^J:fL*f 

ftttfflTM-, 4-{[2-((lR, 2R, 3R)-3-tKP^>-2-{(lE, 3S) 

- 3 - tKP^rV-4 - [3 - {tV^s^/V) y^jV\ ^;V) - 

^(94mg:^/V 4-{[2-((lR, 2R, 3R) — 3 — tK^^V— 2— { (IE, 3S) 
-3-tKci d rV-4-[3-(^ b^iS^/V) 7^jV\ - 1 - rc^/V } - 5 - ^ V 
V^P-<^/V)^^/V]^/^T^}^/T-hi:tT20mg) £?L#f (lOg) feDtl*. 

MO. 22 i um^7V^)^6iiL,0. 6mLTo^U=3^-^^^f^/^T/V 
fc^SBUt, ^<D/^T/^-40°C^T{^^LT^^^^^*, ^1^20.^ 
^#SLT 10°C"C7H#r H m^Lfc: 0 ^©t, 45°C^H^ 

*^*1*1%-C*>o^o 

[^7-2-1] M:10mAM7/K »^J:-7/Vh-^ 

fttJffi*^^^ 4-{[2-((lR, 2R, 3R)-3-tKn3ri/-2-{(lE, 3S) 
- 3 - tKn^ri/ - 4 - [3 - {^V^/V) 7^;V] 7*$-\- } - 5 - 

^(9. 7mg:^;V 4-{[2-((lR, 2R, 3R) -3-tKn^V-2- { (IE, 3S) 
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- 3 - tKn^ - 4 - [3 - v^/V) y^/V] } - 5 - ir^V 
(lOg) ^Px., $fei-^^^7K^^^^hy>A*^i!M»X.TpH^ 
(f^aJvTKO. 22 J um^:7V»^6jlU 0. 6mLT oi/yn^-f^ 

[0129] ««Ottl, #^^^p R oft, tlfr#^^^^1-§#MT^S#© 
^*5j;^/^«jiffW^J^^^^ 4-{[2-((lR, 2R, 3R)- 
3 - 1 ^rV - 2 - { ( 1 E , 3 S) - 3 - 1 Kn df-V - 4 - [ 3 - Y^y^/V) y^;V 
] 1 -^/W - ^^vl^l^r^/W^^T-h 
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[I] (l)^VV 4-{[2-((lR, 2R, 3R)-3-tKn^rV-2-{(lE, 3S)-3-tK 
n^-4-[3-(^h^V^/V)7^/V]^-l-^/V}-5-^y^n^ 

[5] #flg#\ PH4. 5(D-v/Ph-^T^M^(D|SH4fEic(D«^) 0 

[6] p^/P 4-{[2-((lR, 2R, 3R)-3-m^>-2-{(lE, 3S)-3-tKp:^r 
^ - 4 - [3 - (^is^/v) 7x^] -?9-\- ^=-M - 5-3r*yu?ns<y^ 

mm^#Lxtem#(Dmmmm<DMVdo 
tctezn^tx%m^<Dmmitmmmw) 0 
ymi-m&xhm&<D&m7mn<Dmi$M 0 

[9] (Dp^/V 4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S)-3-tK 

n^V-4-[3-(^h^V^/V)7^/V]^-l-^/V}-5-^yi/^n^ 

«fctf(2)pH4. 57!/^6. 5(D-7/Vh-^^L^fe{C(3)^^^j;^^^ 
[10] ^«B°p^fc§ft^»lBH9fEttcDmjttlo 

[II] 4-{[2-((lR, 2R, 3R)-3-tKndrV-2-{(lE, 3S)-3-tKndr 
V - 4 - [3 - (^h^ri/^^/V) ^ - 1 - 3i - /v} - 5 - ^ y S/^n^V^- 
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[12] 4-{[2-((lR, 2R, 3R)-3-tKn ;3 rV-2-{(lE ) 3S)-3-tKn ;3 r 

1/ - 4 - [3 - (y h^vy^/v) y^jv\ zf#-l- ^;v) - 5 - ttyi/fv^?- 

^5ooomfi^^LT^5t* &<Dmm 1 1 tsa©ia^^ 0 

[13] llfCWfek#£iW£V^\ ^«*^*^i%WT^fc§fM»lBH2^c^ 

[14] 60°C^2ii^^#^l-^^V 4-{[2-((lR, 2R, 3R)-3-tKn^>-2 
-{(IE, 3S)-3-tKn^>-4-[3-(^h :3 r^^)^^7V]^-l-^- 

«_h^fc5^^ff*^|gffl2^«10fEa(Z)m^o 
[15] a#*^95%W±^fe5^^M*»|5ffll4fSic«^o 

tie] 6o<c-e2iiw<z>i&#&^ M^fWi^-©«tt§s^s^©i 

[17] aWffi^J-efcSW^OfSHl, 2, 9^«10|E«40m^o 

[is] EP4fr&&m&<D^^ t&m&£Tf/tittemftmm-?bztt#<oitizmu 2, 
[20] »#^fc§»^©«siai9fB«^m^^o 

[21] ff*(Dt^ffl2^c«10fB«<Dm^^J*LT^5aWffi^o 
[22] /MT^-Cfc5ft*cD|Sffl21fB*(7)^ 0 

[23] lWifcfc!), l^g^l2/ig(D^/V 4-{[2-((lR, 2R, 3R)-3-tK 
n^- 2 - { ( IE, 3S) - 3 - tKn^rV-4 - [3 - (y h^vy^vl') ^ - 

1 - ai. - ;V } - 5 - ^y-^P^^VV) ^/V] ^/V7t-^} ^/T— h^^L 
T^§ff^(D|5H21fE«(7)^ 0 

[24] lWMfe/c^ 2 jug, 6Mg*^10Aig^^ 4-{[2-((lR, 2R 

, 3R)-3-tKn=¥i/-2-{(lE, 3S) -3-fcKn=¥V-4- [3- (yb^yy^V) 
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[25] 4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S)-3-tK 

[26] 4-{[2-((lR, 2R, 3R)-3-tKn^>-2-{(lE, 3S)-3-tK 

n^V-4-[3-(^h^V^/V)7^/V]^-l-^/v}-5-^y^n^ 

(2)«SS£^rU $e>^PjfM^j;oT(3)pH^»J^^LT^pH 

ip p n^©^f^ 4-{[2-((lR, 2R, 3R) -3-fcKP^V-2- { (IE, 3S)-3- 
tKp^V-4-[3-(yh^V^/V)7^/V]^-l-^/V}-5-^yVi7ti 

[27] fs*©ttBBi, 2, 9£tcmommmmm<D^?m%mimmz&$-i-%-b$: 
[28] EP4^^mm^P5,im^xx^/^mnmmm^ir^fc^<D$m 

[29] m-mmhtdO, (l)y^ 4- {[2- CUR, 2R, 3R)-3-fcKP*^-2-{( 
IE, 3S) - 3 - tKn^i/ - 4 - [3 - C^So^vl') 7x^] -?9-\- } - 

Sr^tf^^ 4-{[2-((lR, 2R, 3R)-3-tKn d r>'-2-{(lE ) 3S)-3-fc 
Kn^V - 4 - [ 3 - C?WSo^yl') 7x^;V] 79-1- - 5 - ^-^yi/^n 
^>^/V)^^/v]^/^ T -^}y^/T— a -i/^nx^hyv^^b^^ 
*3j;0(2)y^yV 4-{[2-((lR, 2R, 3R)-3-tKndp->-2-{(lE, 3S)-3 

- tKn^y - 4 - [ 3 - (y h^rvy^/v) y^/v] y*y - 1 - - 5 - ^ yi/y 
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[30] lW^fifefc^ 4-{[2-((lR, 2R, 3R)-3-tKP^-2-{( 

IE, 3S)— 3— tKtrdf-V— 4— [3— (^h^^^/V) ^^/V] 7^ - 1 - } - 

/V 4-{[2-((lR, 2R, 3R)-3-fcKtr^rV-2-{(lE, 3S) -3-tKtr^-4 
- [3 - (^h^r^^/V) 7i^;v] - 5-^y^P^yf;V) ^ 

^/V 4-{[2-((lR, 2R, 3R)-3-tKn^-2-{(lE, 3S)-3-tKn^ 
- 4 - [3 - (^h^^^/V) 7i^] - 5 -^y^P^^f/V 
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